
Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

August 8,2005 

RE: Docket No. 2005D-0062, FDA Request for Comments on the Draft Guidance 
entitled, “‘FDA’s ‘Drug Watch’ for Emerging Drug Safety Xnformation” 70 
Federal Register 24606 (May 10,2005) 

Dear Sir or Madam: 

The Pharmaceutical Research and Manufacturers of America (PhRMA) is pleased to 
submit these comments on the Draft Guidance published by the Food and Drug Administration 
(FDA) on May lo,2005 Goncerning the “Drug Watch” program @raR Guidance). PhRMA is a 
voluntary, non-profit trade association that represents the country’s leading research-based 
pharmaceutical and biotechnology companies, which are devoted to inventing medicines that 
allow patients to lead longer and more productive lives. The large majority of new prescription 
medicines approved for marketing in the United States are produ&d by PhRMA member frms. 
Accordingly, PhRMA and its member companies have a significant interest in the provisions of 
the Drug Watch program and its potential significant impact upon public hedth and therapeutic 
decision-making. PhRMA’s detailed comments are set forth below. 

I. Executive Summary 

PhRMA fully endorses the underlying goal that FDA is seeking to achieve through the 
Drug Watch program: the prompt communication of important and useful safety information to 
physicians and their patients. Most aspects of the Drug Watch program achieve this goal. For 
example, PhRMA supports FDA’s proposal to disseminate information an its Drug Watch site 
when “an important risk minimization procedure is put into place by a sponsor in response to 
emerging information.” Draft Guidance at 3, lines 103-04. Prompt communication of this type 
of valid safety information is important because it can be used in a meaningful way by 
physicians to guide prescribing and treatment decisions. While manu~a~~rers typically 
disseminate this type of information themselves through labeling changes.and other mechanisms 
(e.g., Dear Doctor letters), PhRMA fully supports FDA’s role in ensuring that this information is 
promptly and broadly disseminated on its Drug Watch website. 

One aspect of the Drug Watch program, however, raises serious public policy and legal 
concerns because it seeks to publicize information that is too vague and preliminary to be of any 
value in making informed treatment and prescribing decisions. For example, FDA proposes to 
post information about adverse events at a very early stage, prior to any determination that the 
events are associated with the drug product in question. This information not only is of little or 
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no help in guiding prescribing or treatment decisions, but also is potentially m isleading when 
presented on an official FDA Drug Wat& website. Indeed, regardless of the disclaimers used, 
such information is likely to be at best eonfusing and at worst unduly alarm ing, prompting many 
patients who are being treated safely and effectively with a medication to discontinue their drug 
therapy -- often without consulting a physician. 

The ultimate goal of FDA’s proposed Drug Watch program  shauId be to ensure that 
meaningful safety information is disseminated to the public in a timely manner. PhRMA shares 
that goal and believes it can be achieved by adhering to the following basic principles: 

l Safety-related information published on FDA’s website should be robust enough to be 
useful in guiding prescribing and treatment decisions; 

0 Safety-related information published on FDA’s website should not create undue alarm  
among patients or encourage patients to alter or discontinue their current therapy without 
first consulting a physician; 

l Labeling should continue to be the primary vehicle for communicating safety-related 
information to the public, and the Drug Watch website should complement labeling; 

* FDA should seek timely comment as to the appropr.~tene~ of the ‘information from  the 
sponsor of the application in question prior to publishing information on the Drug Watch 
website; and 

l FDA should not disseminate the type of prelim inary information of unknown significance 
that requires a disclaimer. 

While many provisions in the current Draft Guidance meet these criteria, others would 
result in the dissemination of unconErmed, unusable, and potentiahy m isleading information 
about drug safety. As discussed in Section II below, PbRMA believes that the dissemination of 
this type of prelim inary safety information of unknown significance is contrary to the public 
health. Moreover, as disdussed in Section III below, the d&en&ration of such prelim inary 
information appears to be inconsistent with federal law, in&&.ing the’Federal Data Quality Act 
and Section 705 of the Federal Food, Drug, and Cosmetic Act. 

If despite these public policy and legal issues, FDA nevertheless deeides to disseminate 
prelim inary safety information under the Drug Watch program , FDA should address several 
issues to m itigate the public health concerns. In particular, FDA should, among other things: (a) 
better define the threshold for publi prelim inary safety information; .@) revise the 
disclaimer to better communicate the relevance of the‘posted information; and (c) improve the 
mechanism for revising and removing posted safety information. These issues are discussed in 
more detail in Section IV below. 
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In sum, PhRMA fully supports appropriate risk ~rnrn~~ation but believes any risk 
communication program  adopted by the Agency must assure the quality and appropriateness of 
both the information conveyed and the vehicle used to disseminate the information. It is in this 
spirit that PhRMA offers the following specific comments and recommendations to assist the 
Agency in revising the Drug Watch program . 

IL The Dissemin&i+m ofPma~ Safety ~fu~a~o~ af Unknown 
Siiificance Is Contrcuy To the Public Health 

PhRMA believes that any safety-related information published on FDA’s website should 
be robust enough to be useful to physicians and the public in guiding prescribing and treatment 
decisions. Much of the information FDA intends to publish would przov meaningful guidance 
to patients and healthcare practitioners, but the Draft Guidance also indicates that FDA intends 
to post information on the Drug Watch website very soon after potential safety signals are first 
identified, when little is known or understood and no useful ~~at~o~ is available. 

The Draft Guidance states that FDA will publish some information on the Drug Watch 
webpage before the Agency has assessed its meaning, significance,.or potential consequences. 
Indeed, according to the Draft Guidance, FDA will publicize the fact that it is evaluating a 
particular product before the Agency is able to make even a tentative conclusion as to the 
significance of the information and before it is possible to provide any guidance to healthcare 
practitioners or patients concerning actions that should or should not be taken as a result of the 
information. By way of example, FDA indicates that the following statement is appropriate for 
publication on the Drug Watch website: 

FDA is investigating postmarketing reports of renal failure in elderly patients 
treated with Drug A, but a causal relationship has not been established. We are 
continuing to analyze these reports to determ ine whether the occurrence of these 
events affects the risk/benefit assessment af Drug A therapy. 

See Draft Guidance, Section III., page 3, lines 85-88. 

Such a general statement provides no meaningful information about the drug product. It 
does not assist patients or healthcare practitioners in assessing the -conditions, if any, under 
which Drug A therapy is appropriate or inappropriate for a particular patient. Simply put, 
healthcare practitioners and patients cannot be expected to use such a statement in any 
meaningful way when the Agency itself-with full access to all adverse experience reports, the 
data in the New Drug ApplicationQlDA), and the sponsor - cannot yet discern the meaning, 
significance, or potential consequen~s of&e underlying information, 
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In contrast, elsewhere in the Draft Gu&nce, FDA provides,ex~pl~s of other 
information that can rationally inform  treatment decisions because it reflects a greater degree of 
certainty about the risk and/or means ofreducing the risk. The “example provided for Drug C 
reflects a situation in which the sponsor has determ ined that the drug product can cause organ 
damage and has issued recommended:steps to be taken before and du~ring drug therapy to 
m inim ize this risk. This type of specific advice is useful to physicians and the public, and 
PhRMA fully supports publicizing such sponsor ,findings and recommendations. Similarly, the 
example provided for Drug B posits a situation in which the Agency has concluded that the drug 
is associated with certain adverse readtions in a specific patient population and thus can provide 
meaningful information to physicians. PhRMA fully supports ~ssemination of this type of 
information as well. 

Jn this regard, PhRMA supports the first two factorsidentified in Section If1.B. of the 
Draft Guidance that FDA expects to consider when deciding which drug products and 
information to post on the Drug Watch website, Inparticular, FDA states that it will consider 
posting information when: (a) new safety information %ould s~~~tl~ affect prescribing 
decisions or how patients should be monitored”; or (2) measures can be taken as a result of the 
new information “that could help to prevent or m itigate harm .“. Draft Guidance, Section ITLB, 
page 5, lines 153-54,158-59. PhRMA agrees that these factors are relevant when deciding 
whether or not the Agency should publicize potential safety information. Indeed, PhR@L4 
believes that careful consideration and application of these twu factors will result in publication 
of safety information only after the Agency has conducted an ev&ation sufficient to allow it to 
determ ine whether there is causation or a valid association and thus to offer specifm 
recommendations to healthcare professionals and the public,. 

Preliminary information of the type discussed in the example of Drug A, however, would 
not meet either of these criteria and thus should not be posted on the Drug Watch website. 
Because the information is prelim inary a&its significance n&now& it could not and should not 
have any effect on rational prescribing decisions, nor &d it be used to help prevent or m itigate 
harm . On the contrary, there is a very real risk (as discussed further below) that the information 
could itself cause harm  by encouraging patients to modify or discont&me their safe and effective 
drug therapy without a valid reason. FDA thus should clarify that it will not publish this type of 
“potential” safety information but instead wti rely upon the two factors discussed above, which 
ensure that published safety information. is valid and meaningful. 

B. FDA Must Consider the Harm Cawed. by nw&nre Pdiicatiou of 
Potential Safety Issues 

In adopting a risk communication program , it is essential that the Agency carefully 
consider the significant harm  that could be caused by premature pubbcation of potential safety 
signals. Information published on the Drug Watch website will be p%zked up by the press and 
widely disseminated. Indeed, that is the primary goal of the website* Regardless of any 
disclaimers or qualifying language used in the product-specific postings, P  believes that 



Y 
:. B 

PhRMA Comamts on Docket No. 2C!W%OO62 
Angust 8,2OQ5 
Page5 of 21 

physicians and the general public will necessarily view. postings on the Drug Watch website as 
official regulatory judgm ents about the safety of the listed products. 

For this reason; any inform ation about drug safety that FDA com m unicates to the public 
m ust be robust and reliable. In cases where the Agency’s evaluation has progressed to the point 
where the safety inform ation has been confirm ed as reliable or where. it is possible’to offer 
guidance to help avoid or reduce risks, FDA can rationally conclude that the potential benefits of 
posting the inform ation outweigh any potential harm . 

In contrast, FDA’s plan to publicize the fact that it is evalating a~particular product 
before the Agency is able to m ake even a tentative conclusion on causation and before it is 
possible to provide any guidance to the public is particularly troubling. Such inform ation will, at 
best, cause confusion among physicians and patients and, at wom t, cause undue alarm , 
prom pting m any patients to m odify or discontinue their m edications, often without consulting 
with their physicians. In add&o&, som e physicians m ay be unwilling to prescribe products listed 
on the Drug Watch website because of m alpractice concerns.. Patients m ay be switched to 
alternative therapies not listed on the Drug Watch page that b,z+ve m ore ccm m on or m ore serious 
risks than those potential risks identified on the Drug Watch page. 

This outcom e could have far greater impact on public heal& than any risk stem m ing from  
the unsubstantiated safety signal. Therefcre, PhRMA recom m ends that any risk com m unication 
program  FDA adopts include procedures to ensure that inform ation is published only when the 
potential benefits outweigh the risks, Le., after the Agency has conducted an evaluation 
sufficient to allow it to m ake a determ ination regarding association or causation. 

Even then, the Agency should stress on the Drug Watch website the.im portance of 
consulting a physician before m odifying or discontinuing treatm ent. New safety inform ation 
about a particular m edication - even when confiied as valid - m ay be alarm ing to m any 
patients. A  prom inent rem inder by FDA to ‘“Always consult’ your physician before m odifying or 
discontinuing treatm ent with [a m edication listed on the Drug ~a~ch~w~it~]” will help ensure 
that patients do not unilaterally stop taking safe and effective m edicines based solely upon 
inform ation posted on the Drug Watch website. 

In addition, the Agency should strive to ensure that safety inform ation posted on the 
Drug Watch website is placed into proper context. Posting risk inform ation alone without 
relevant benefit inform ation m ay be m isleading. The lack of baIancing positive inform ation, 
such as the approved indications, or other benefits for physicians or patients to consider, could 
negatively affect treatm ent decisions for serious diseases. It is therefore critical to explain in 
detail not only the new safety inform ation, but also the offsetting benefits of continued drug use, 
the com parative risks of discontinuing m edication (either with or without a physician’s consent), 
and the range of possible, treatm ent alternatives. A  link to the approved package insert m ay be 
appropriate. This inform ation will better enable patients and their healthcare providers to m ake 
inform ed decisions concerning treatm ent. 
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Finally, FDA should conduct consumer research using a mock up of the Drug Watch web 
page to assess the public- health impact of the information posted on the website. A common 
element in sponsor risk management plans is an obligation to measure the impact and 
effectiveness of risk communications in the target audience. Here, where the stakes may be 
higher and the target audience broader, the Agency should likewise implement a plan to analyze 
the effects of this information on patients and healthcare practitioners. The Agency has often 
relied upon this type of research-in situations where it is recogn&ed that consumer 
comprehension is critical.’ Ideally, this should be done as part of a-l 
select number of drug products before it is broadly implemented.z 

pilot program on a 

The Federal Food, Drug and’ Cosmetic Act and FDA”s ~plement~g~re~a~o~ 
establish labeling as the primary means of communicating information about a prescription drug 
product, including safety related information such as warnings, ~~r~d~~tio~, precautions, 
and adverse reactions. The FDA’s Drug Watch website should not undetine the role of 
labeling as the most important source of valid safety information. 

Many provisions of the Draft Guidance are consistent with this principle. For example, 
PhRMA supports FDA’s,proposal to publish new safety information about an “important risk 
minimization procedure” put into place by the drug sponsor, or about certain adverse reactions in 
a specific patient population that FDA has concluded are causally associated with a particular 
drug product. This information is critic&for the safe use of the product and thus either would be 
reflected in the approved~ labeling via a supplemental application or would already be consistent 
with that labeling. PhRMA supports use of the Drug Watch webbite to pt.$blicize this type of 
important safety information more quickly and more broadly- than might be ,possible with a 
labeling change. 

Other provisions of the Draft Gmdance, however, if implemented, would undermine the 
primacy and usefulness of labeling, In part&&r, FDA states that it will post “emerging safety 
information before [FDA has] fully determined its significance or taken fiil regulatory action.” 
See Draft Guidance, Section II., p. 2, lines 64&g. In other words, FDA intends to publish safety 
information that goes beyond that contained in the FDA-approved labeling and that might never 
be incorporated into such labeling. P submits that revisions to labeling based upon review 
of data and information submitted in accordance with FDA’s reunions provide the appropriate 

1 E.g., in connection with development of Drug Facts labeling. 

2 In addition to the potential impact on Public health, PhRMA also is ,cuneerned that posting preliminary 
information on the Drug Watdh website may have an unintetided negative effkt on the ability of FDA and the 
sponsor to further investigate the potential safety &gnal. &blicity surrounding the event could hamper enrollment 
into prospective epidemiologic and clinical studies. Additionally, spontaneous reporting will inevitably be 
stimulated by the Drug Watch, post&g atid subsequent media attention, which could result in a “self-fulfilling 
prophecy” in term of signal confiiation. 
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and statutorily mandated vehicle for FDA to ensure that patients and healtbcare praetitioners 
have access to current and scientifically valid risk/benefit information The Drug Watch 
program , which circumvents this established communication mechanism, would only serve to 
undercut the reliability of labeling and introduce confusion into the healthcare and patient 
communities. 

Although Drug Watch postings are intended to be a “heads up” to health care 
professionals, in today’s litigious medical environment it is almost certain that Drug Watch 
warnings will be used by plaintiff’s attorneys as “proof’ of material safety risks, and that courts 
will allow the warnings as evidence of causation. For example, a recent FDA public health 
advisory for pimecrolimus and tacrohmus is reportedly a model for future Drug Watch updates. 
Despite the prelim inary nature of the potential cancer risk describedin the notification, several 
plaintiffs’ attorneys have established web sites for patient recruitment, citing the advisory as 
proof of a causal relationship. Juries are unlikely to appreciate the complex distinctions between 
a Drug Watch alert and other forms of regulatory action. This could weIl lead to physicians 
practicing defensive medicine based on unvalidated safety signals, an outcome that is not 
necessarily in the best interest ,of patients, lt is also possible that some sponsors, in defense of 
possible litigation, may elect to make labeling changes on the b&is of a Drug Watch posting. If 
the ultimate decision is that there is no new safety concern, the ~labelmg could contain 
inappropriate precautions that could lim it, patient access to the benefits of drug treatment. 

This is particularly troubling because it runs counter to ongoing efforts by FDA to ensure 
that risk communication is focused on the mast important safety information. For instance, FDA 
has proposed reorganizing the approved,physician labeling for tig products to include a 
“Highlights” section identifying the most-iml&tant safety and effectiveness information. See 65 
Federal Register 81982 (Dec. 22,200). ‘Likewise, FDA has suggested in a draft guidance 
document that the “brief summary” for direct-to-consumer print advertisements should include 
only the most important risk information and omit less important risk information. Drazfi 
Guidance on Brief Summary: Disclosing Risk Information i# Co~~~r-D~re~ted Print 
Advertisements, Docket No. 2004D-0042. 69 Federal Register 6308 (Feb. 10,2004). According 
to FDA, “‘exhaustive lists, of m inor risks distract from  and make it difficuIt to comprehend and 
retain information on the more important risks,” Draft Brief Summary Guidance at 2. Yet 
FDA’s Drug Watch website would flood physicians and cotiumers with Rreliminary safety 
information of unknown significance, making it even more difficult for them  to comprehend and 
retain information on imbortant -- and known -- risks. 

FDA states that it .intends to use the Drug Watch website to disseminate ‘%nportant” 
emerging safety information. If safety information is ‘?mportant~’ such that it: (a) could 
significantly affect prescribing decisions or how patients should be monitored, or @ ) could help 
to prevent or m itigate harm , it shozdd be in the labeling. The goal of the Drug Watch website, 
therefore, should be to disseminate safety information that is robust enough to be included in the 
approved labeling in a more widespread and timely manner than could be achieved with a typical 
labeling revision. 
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PhRMA and its member companies are committed to ensuring that drug labeling is 
current and reflects the most up-to-date and accurate safety ~o~a~o~ available. Companies 
promptly disclose information and work diligently with FDA on the content and, placement of 
new safety information m  the approved labeling. Complex emerging .data may require very 
careful review, analysis and interpretation before an appropriate labeling statement can be 
developed. It should be recogmzed that this process can take time. FDA:*and companies 
historically have worked well together to’ensure that reliable new safety information is provided 
to healthcare professionals in a timely manner, 

PhRMA would like to explore with the Agency the possibility of using the Drug Watch 
website as part of an accelerated label revision process; In particular, where the complexity of 
the data and its interpretation indicate that a lengthy review process can be anticipated7 a 
timeline could be established for con&.&g discussions, but if a label change is not finalized at 
the end of this timeline, FDA would be free to use the Drug Watch website to disseminate the 
safety information while labeling discussions continue. Once the labeling is revised, however, 
the Drug Watch listing should be removed or revised accordingly, 

This process would ensure not only that important new safety information is 
communicated in a timely manner to physicians ar&he public but.also that (a) such information 
is robust, valid and useful; @ ) sponsors have a meaningful opportunity for input; and (c) the 
approved labeling remains the primary means for disse,minating.safety informatian PhRMA 
would be pleased to discuss this concept further with FDA and’other interested stakeholders. 

D. There Should Be An Ongoing Dia+pte ~~~e~,~A and the Sponsor 
Regard@ Safety-Related In~o~~~~n And Its ation 

FDA’s Draft Guidance does not make any provision for input from  sponsors and instead 
indicates that FDA will “notify” the sponsor “shortly before” info+&ion,is posted on the Drug 
Watch website. See Draft Guidance, Section IED., p. 6, lines 261-18. PM&MA believes it is 
essential for FDA to consult with sponsors on all emerging ‘safety issues. 

FDA and the drug sponsor each have relevant scientific -data and information on 
individual drugs and each have a responsibility to assure that relevant, scientifically valid and 
useful information is disclosed to healthcare practitioners and made- available to patients. 
Sponsors typically have the greatest access and fam iliarity withdata A both emerging and 
historical - on their drug products. Sponsors’ contribut$ons could include. such things as new 
adverse event reports that are still in the processing cycle or knowledge about ongoing or 
unpublished studies that may further substantiate or refute “the issue. Accordingly, sponsor input 
is invaluable in determ ining the meaning and relevance of pot~~ti~ safety signals as quickly as 
possible, and if warranted, developing an appropriatefy worded communication that accurately 
describes the available information. 

In addition, sponsors need sufficient prior notice to respond appro~~ely to questions 
about the posted information from  physicians, the media, other regulatory authorities, and the 
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general public. Because of the global nature of the Internet, it is highly likely that regulatory 
authorities, healthcare providers, and media in other countries will conta& the local sponsors for 
information regarding Drug Watch post@&; drug sponsors need, prior notim of Drug Watch 
postings to prepare for these questions and to notify regulatory authorities and foreign affiliates 
as appropriate. Drug sponsors should not first learn about a Drug Watch posting fromsthe media 
or concerned physicians; they should hear about it from-FDA well prior to the posting. PliRMA 
is concerned by reports that sponsors have not been properly notif”led arior to recent postings of 
emerging safety information by FDA, 

Another aspect of the notification process that concerns us involves Drug Watch postings 
for potential class effects, particularly .when the adverse event has not been reparted with the 
sponsor’s product, although it is a meniber of the class An example of such a situation occurred 
recently when the Agency decided to require black box warnings for all non-steroidal anti- 
inflammatory agents (bEAIDs). Sponsors of most NSAlDs were ufllaarare that cardiovascular 
and dermatologic reactions were “emerging safety issues” for their products, and most were put 
in the awkward position of exphdning the new warnings and their lack of supporting evidence to 
healthcare providers and patients. The Agency should provide sqficient information and 
documentation to sponsors of all products in the affected class so that they can adequately 
explain the situation to their customers, as well as to regulatory authorities in other countries 
where they may market the product. 

On the other side of the class effect issue is the concern that in their haste to post 
information on the Drug Watch web site, m)A may inappropriately single out a particular name 
brand product, when the issue may actually involve an entire class of drug products (and 
certainly any generic versions of the br d product). 

This lack of an opportunity for constructive input prior to pubhcation is compounded by 
the chilling effect on constitutionally protected speech of FDA’s warning that “‘[rlepresentations 
made to minimize the effect of emerging risk information on the site may also be considered 
false and misleading.” See Draft Guidance, Section IKE., Page 7, lines 242~43. In other words, 
the sponsors who typically have the most compiete infomation are cautiuned not to take issue 
with the appropriateness of the admittedly prehn$nary information, which may tdtimately be 
shown to have no clinical or regulatory significance. 

FDA justifies this lack of meaningful ,prior notice on the basis of the need for haste with 
respect to dissemination of emerging safety information. Br+ if that information is by definition 
too preliminary to support a labeling change or other more fo~~~co~~cation, how can FDA 
justify a finding that publication of the information is at the same time too urgent to allow a 
reasonable opportunity for consu&ation with the sponsor? 

In light of the potential barrn to the public health resulting from mappropriate publication 
of emerging safety information, excluding sponsors from the evaluation process cannot be 
justified. PhRMA recomnrends that any risk communication adopted by the Agency include 
specific procedures for soliciting sponsor .mput on the critical questions of when there is 
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sufficient knowledge about an emerging safety issue that pubhcation would be useful to the 
public, and therefore appropriate, and how emerging safety information should be conveyed. 

E. FDA Should Nqt Publish Infomnatim ‘X&at Requires A Disclaimer 
Stating Tbat Tbe.S~&cance of the Pub&s biftxmdion Is Not 
KlMBWIl 

The Draft Guidance indicates that when FDA publishes ,~o~atio~ that is still under 
evaluation, a, disclaimer will accompany the information The Agency does not commit to 
specific disclaimer language, but offers the following example of a disclaimer that might be 
published: 

This information reflects FDA’s preliminary analysis of data concerning this 
drug. FDA is considering, but has not reached a fjnal conch&ion about, this 
information. FDA intends to update this web page when additional information 
or analyses become available. 

See Draft Guidance, Section RLA., p. 3, lines 120-24. -The Draft Guidance does not address 
where or how prominently the disclaimer language would appear. 

As discussed above, PhRMA does not believe that FDA should disseminate the type of 
preliminary information that would require the above djsclaimer for similar discliaimers). If a 
disclaimer of this sort is required, the information by definition is of too preliminary and 
questionable a nature to be useful. Indeed, such a dis&imer is a tacit admission that the 
information cannot and should not be used to guide rational presoribing or treatment decisions. 
Rather than attempt to correct potentially misleading intormation with a disclaimer, the Agency 
should simply refrain from disseminating such information until a disclaimer is no longer 
required. 

III. The Dissemiaatiqn of Pdimimwy Safety I~fo~~~o~ of Unlimown 
Significance Is Imcodstent With Federal Law 

Although PhRMA fuily endorses many aspects of the proposed Drug Watch program, 
PhRMA does not support those provisions that would result inthe premature disclosure of 
preliminary information of unknown significance (i.e., information thatrequires a disclaimer). 
Disclosing such information on an official Drug Watch website not anly constitutes bad public 
policy (as discussed above) but also may be outside of the scope of PDA’s authority. 

A. Premature Pmb&xtio~ of PreM#q Safety I~fo~tion is 
Prohibited by the ?ata Quality Act 

PhRMA believes that the,Drug Watch program fails. to meet the standards set forth in the 
Federal Data Quality Act.’ See Section 515 of the Treasury and General Government 
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Appropriations Act of 2001, Public Law 106-544, H.R. 5658 (the ““Act”), The Act establishes a 
floor for the reliability of information publicized by Federal agencies, rehung that Federal 
agencies ensure the maximum in quality, objectivity, utility, and integrity of the information that 
they disseminate. To implement the Act,: the Office of Management and Budget issued policy 
and procedural guidance applicable to all agencies covered by the Act. In furtherance of the Act 
and the OMB Guidelines the Department of Health and Human Services ,also adopted individual 
guidelines, which contain a specific section applicable to the FDA3 believes that some 
of the information FDA intends to post on the Drug Watch website lacks a critical feature 
required under both the OMB Guidelinesand the HHS Guidelines for all information 
disseminated: utility. 

As discussed in Section II of these comments, FDA’s descriptiun of the Drug Watch 
program raises serious doubts about the usefulness of the information that will be published. 
Despite FDA’s liberal use of caveats, numerous statements in FDA’s Questions & Answers, for 
example, raise significant issues regarding the usefuhress of the information that will be 
disseminated under the program.. E.g., Questions & Answers (Qs & As), J+o~,ssed Drug Watch 
Program, A.1 (“The Drug Watch Web page is a new communication &aye1 FDA is proposing 
to communicate the most up-to-date information possible,on emer&ng safety issues to the 
public, even before FDA fully &termines the significance ofthut ~~~or~~~ or decides whether 
a regulatory action is appropriate.” (emphasis added)). Thus, the program will result in the 
publication of information of limited orno utility, in direct contravention of HHS’s own data 
quality guidelines applicable to the ID& “[w]e only ~ssem~ate,,i~o~ati~ that we believe 
will be useful to the public ,or a segment of the public.” HHS Guidelines, ‘Part II, 9 P.V.A.4 
Notably, both the OMB and HHS Guidelines provide for the review of notation to ensure 
quality before dissemination by the agency. HHS Guidelines, Part I, 9 D.4.e., Part II, 0 F.V.; 
OMB Guidelines 3 III.2. 

As repositories for relevant scientific data and information, FDA and, the drug sponsor 
each have a responsibility under the Federal Food, Drug, and Cosmetic Act (PDCA) to assure 
that relevant, scientifically valid and useful -information is disclosed to healthcare practitioners 
and made available to consumers. PhRMAbelieves, and the Data Quality Act confinms, that the 
public is not served by posting informatiorr that is so prelimin~ and v as to preclude 
determinations of its clinical or regulatory significance. 

3 See OMB Notice: Gzddelines for Ensuring and&mitiifig the Qua&& Objtxtiviity, Utility? and Imtegrity 
of Information Dkweminated by Federal Agencies, 67 Fed. Reg. 8,451 (Feb. 22,202); HHS Not&: Guidelines for 
Ensuring andMaximizing he Qualky, Objectivity, Utility, and Inr-egrity of &form&on b&sminated by NH8 
Agencies, availability announced at, 67 Fed. Reg. 61,343 (Sept. 30,2002), and wmntly available at, 
htta://as~e.hhs.crov/inaualitv/Guideiines/i~de~.~h~l. For clarity, these guidelines will be referred to as the “OMB 
Guidelines” and the “HHS Guidelines,” respectivt?~y. 

4 The OMB Guidelines likewise provide that the usefulness of iufomation to its intended users must be 
considered in assessing the overall quality of infmuation to be dissemiuated by an agency. OMB Guidelines, $9 
m.r, 111.2, v.2. 
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It is clear that publication of prehminary intormation of bob meaning or 
significance fails to meet the basic standard of utility required forall data published by agencies. 
Publication of this type of information is also inconsistent with the more stringent standards 
applicable to “influential information.” The @HS Guidelines make clear? as do those published 
by OMB, that “influential information” is to be subject to “special quality standards.” 
“Influential” means that “the agency can reasonably determ ine that dissemination of the 
information will have or :does have a clear and substantial impact on important public policies or 
important private sector decisions.“” PEHS Guidelines, Part II, $$ F.VILG; GMB Guidelines, 15 
V.9. Such influential information “must meet high standards of transparency of the data and 
methods used to facilitate the reprod~~b~ity of such information by third parties.” HHS 
Guidelines, Part II 9 F.VJLB. The‘H% Guidelines also provide that the ?.nfluential, scientiftc, 
financial and statistical information that FDA disseminates will meet the standards in the 
OMB Guidelines for such information.” Id. 

Significantly, the HHS Guidelines require ‘“clarity”,of the disseminated in&en&l 
information. Clarity “includes ensuring the information disseminated is clear and 
understandable.” HHS Guidelines, Part II, 9 F.VII.B, When ~s~em~a~~g information about 
risk, the “‘agency shah ensure that the presentation of information about risk effects is 
comprehensive, informative, and understandable.“6 In the contextof a complicated causal or risk 
assessment of emerging information that is at such a prelim inary FDA itself cannot 
make even a tentative conclusion on causation or offer any guidance to healthcare practitioners 
or patients, PhRMA believes the requisite clarity and comprehensiveness are simply 
unattainable. 

As the HHS Guidelines explain: 

The OMB Guidelines provide that -in addition to the ordinary standards for utility, 
objectivity, and integrity that apply to dissemination of information, special 
considerations must be taken into account in cer@ in risk assessmehes, i.e., those 
that provide the basis for the dissemination of influentiaf informatipn. . . . ‘W ith 
regard to analysis ,of risks to hum.an health, safety, and’the -environment 
maintained or disseminated by the agencies, agencies shah either adopt or adapt 
the quality principles applied by Congress to risk information used and 
disseminated pursuant to the Safe Drinking Water Act ~e~~en~ of 1996 
(SDWA) (42 U.S.C. 30Og-l(b)(3)(A) and (B)). . . . ’ 

5 HIIS further defines “influential information” in the context of the FDA as ‘disseminated information that 
results from or is used in support of agency actions that are expected to have an. +tnual effect on the economy of 
$100 m illion or more or will adversely affect in a material way the economy, a sector of +e economy, productivity, 
competition, jobs, the environment, public health or safety, or State, localor tribal governments or communities.” 
HHS Guidelines, Part II $ F.V&A. Regardless of whether publication on the‘Drug Wattch website rises to the 
economic level ostensibly required m&r the HHS Guidelines, because of the potentially serious adverse effects on 
public health and safety, the information qualifies as influential and, accordingly, the strictest of standards apply. 

6 HIIS Guidelines, Part II 8 F.VII.C. (describing the data quality principles incorporated into the Safe 
Drinking Water Act, which are an integral part of the OMB Guidelines and III23 Guide&es). 



PhRhW Comments on Docket No. 2005DOO62 
August 8,2005 
Page 13 of 21 

To the degree that the agency action is based on science, the 
agency shall use . . . the best available, peer-reviewed science and 
supporting studies conducted in accordance with sound and 
objective scientific practices [and] data colkxzted by accepted 
methods (if reliability of tbe method and the nature of the decision 
justify use of the data). 

HHS Guidelines, Part II, 8 F.VII.C. Yet those controls and principles do not appear present in 
the proposed Drug Watch program. There would be no scientific method, much less peer- 
review. 

In publishing its agency-wide guidelines, OMB emphasized’ the importance of meeting 
the Data Quality Act standards: ‘“It is crucial that information Federal agencies disseminate 
meets these guidelines . . . .Given the administrative mechanisms {enabling awieved parties to 
seek correction of information] required by section 515 [of the Data Quality Act] as well as the 
standards set forth in the Paperwork Reduction Act, it is clear thatagencies should not 
disseminate substantive information that does not meet a basic level of quality. ” 67 Fed. Reg. 
8,451,8,452. OMB also cautioned that the internet raises uniqueeoncerns, due to both the ease 
of publishing information onthe internet and the reach of that form of communication: 

The fact that the Internet enables agencies to communicate information quickly 
and easily to a wide audience not only offers great benefits to society, but also 
increases the potential harmthat can result from the ‘dis~~tio~ of information 
that does not meet basic information quality guidelines. 

Id. 

In developing the Draft Guidance, it appears that FDA failed to take into account the 
Data Quality Act requirements and the special considerations raised by publication of 
information of this type on the intemet. @sofar as the FDA% Draft Guidance contemplates 
publication of information before FDA can assess its meaning, s mince, or potential 
consequences or offer relevant and meaningful guidance to the public, it is inconsistent with the 
Data Quality Act and impermissible. 

B. Some Aspects of The Drug Watch ~~~ An? on&tent Witb 
The Structwte Established By Tbe %%deral FoOa, Drug, and CosFetic 
Act for Cornrn~~~ Risks and Exceed the Limits Placed on FDA’s 
A&wity -to Use Publicity 

The Drug Watch program, as described in the Draft Guidance, is inconsistent with the 
structure established by the FDCA for communicating seem-related information, including 
publicity under Section 705 of the FDCA. 21 U.S.C, 8 375. 
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The FDCA and FDA% implementing regulations estabhsh labeling as the primary means 
of communicating information about a prescription drug product, inchnimg safety related 
information such as warnings, eontrain~cations, precautions, and adverse reactions. Under the 
regulatory scheme envisioned by the FDCA, safety-related information is evaluated in 
consultation with the applicant, in the context of au ND& and ~~~~rated into labeling, both 
before and after approval of the NDA The FDCA enabtes FDA to withdraw approval of an 
NDA ifs (a) scientific data show that the drug is unsafe for use under its reccmmeuded 
conditions of use, 21 U.S.C. 0 352(e)(l); (b) new evidence shows that the drug has not been 
shown to be safe for use under conditions of use upon the basis of w&h the application was 
approved, 21 U.S.C. $352(e)(2)); or (c) based upon new information, FJDA determines that the 
labeling of a drug is false or misleading (including~ by reason of a failure to reveal a material 
fact), and the labeling is not corrected Pyithin a reasonabb time &er the sponsor receives notice 
of the matter. 21 U.S.C. 0 352(e). 

Accordingly, with respect to safety issues that arise after approval, when new information 
indicates that the labeling - inckiing the.safety related sections - is no4onger complete or 
accurate, sponsors must revise the labelmg or face withdrawal of approva]l of the NDA7 By 
regulation, FDA requires that labeling be revised to inekde new warnings “as soon as there is 
reasonable evidence of an association of a serious hazard with a drug; a causal relationship need 
not have been proved.” 21 C.F.R. $ 201.57(e).B 

The FDCAalso permits the Agency to use publicity to issue a publk warning about the 
safety of a drug product, but only if FDA determines there is an %nmiuent danger to health, or 
gross deception of the consumer.” 21 U.S.C. 3 375.9 fully supports the Agency’s use 
of publicity in these types of situations, but notes that the Draft ~~~~ expressly addresses 
situations that do not present an imminent danger to health or gross deception of the consumer. 
Instead, the FDA proposes to gublish emerging information about potential side effects or risks 
that may or may not ultimately be determjned to be accurate.” 

7 Sponsors are further motivated by public health and sound business practices to~prumptly institute 
appropriate labeling changes to help ensure that their products are used safely and the possrbihty of untoward 
effects is minimized. 

8 FDA’s regulations also provide a means for the Agency to require inch&on of certain emerging safety 
information In prescription drug advertising. 21 C.F.R. $202.1(j). 

9 There can be no serious dispute that posting product specific information on an oftkial Agency website 
entitled “Drug Watch,” described as a source of current safety information, cork&it&es publicity. 

10 Section 705 of the FDCA also specifies that it is not intended to prohibit FDA from “cotiecthrg, reporting, 
and illustrating the results of [its] investigations.“’ Even if FDA’s evaluation of safety information could be 
considered an “investigation,‘” it is clear that the guidance contemplates publication b@ore there are “resuhs” of any 
investigation or evaluation, and is thus not authorized by this clause of Section 705. See; e.g.., Draft Guidance, 
Section IRA., p. 4, lines 136-37 (‘By definition, however, the informat&n posted on the Drug Watch is iuformation 
about which FDA has made no final regulatory judgment”). 
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Although the Draft Guidance does not include a discussion of l?DA’s authority, the 
guidance does state that most information that will be published on the Drug Watch website is 
made available to the public in response to Freedom of Information Act requests. PhRMA 
agrees that in certain cases, some of the data that FDA is evaluating may be releasable under the 
FOIA (e.g., post-marketing adverse experience reports, after appropriate redaction). However, 
even if limited to data that are otherwise releasable, the posting of these data on a Drug Watch 
website clearly attaches a significance to the data that is not present when data are merely 
released according to the FOIA Therefore, FDA’s authority under the HXA. does not support 
the disclosure of data under the circumstances proposed in the Draft Guidance.‘r 

Moreover, the Draft Guidance contemplates posting information about drug safety that 
would need to be specifically developed for the Drug Watch website. Clearly, such statements 
would not otherwise be created in the early stages of the Ag+cf’s evaluation of a potential 
safety issue, and thus describing those statements as normally released in response ‘to a FOIL 
request is inaccurate. It is the publication of the data or &&meat about drug safety on the Drug 
Watch page - not the routine release of data consistent with the,FOIA -t&t constitutes 
impermissible publicity under Section 705 of the Act. 

C. A Program Such 8s Drug Watch Must A~~~~ Through Notice 
and Comment Rahaaking under the tral&e Prkedure Act 

Even if the FDA had authority to disseminate preliminary safety information through the 
Drug Watch program, it must, at a minimum, implement that program pursuant to notice and 
comment rulemaking. 

Section 505 of the Act and FDA’s regulations, adopted through notice and comment 
rulemaking, establish a process through which safety issues are evaluated in consultation with 
the applicant, in the context of an NDA. If FDA determines that, labeling must be revised to 
address a new safety issue, FDA must provide the applicant notice of the labeling deficiency, 
and only if the applicant refuses to revise the labeling after a reasonable period of time may FDA 
take action with withdraw approval of the ap$ication. 21.U.S.C $505(e); 21 C.F.R. 8 
3 14.150(b)(3). 

The Drug Watch program, in essence, abandons this established process in favor of one 
in which FDA will, in effect, unilaterally determine whether labeling provides adequate 
information for safe use of the drug by effectively amending the conditions of use through the 
posting of information on the Drug Wat& website. This is so eventhough the information 
posted would not, at the time of posting, justify ,a labeling revision under existing regulatory 
rules and procedures. 

11 The reference in the Draft Guidance to the FOIA as authority for Dmg~Watcb postings raises the additional 
question of FDA’s lack of authority to post pre&ninary information of undetermined scientifc or regulatory 
significance that is not otherwise releasable under the FOLA. 
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The purported “guidance” in reality provides no guidance to industry or to FDA 
employees, but rather, constitutes a significant change iuexisting regulatcry procedures and 
rules for addressing emerging safety information Agency action that effectively amends a 
previously adopted regulation, or the A&$tcy’s interpretation of a previously adopted regulation, 
requires formal rulemaking procedures in accordance with the A~~~s~ative Procedure Act, 5 
U.S.C. 0 553.12 Accordingly, PhRMA b&eves it is impermissible for the Agency to attempt to 
adopt the Drug Watch program through.publication of a guidance document. 

Moreover, PhRMA believes that the Drug Watch program, because it constitutes such a 
dramatic change in FDA’s approach to risk communication, would benefit from a more robust 
and formalized public review process than that afforded by development of ,a Guidance 
Document. As a matter of sound regulatory policy, the Agency should seek to implement the 
Drug Watch program through notice-and-comment rulemak&rg. 

Iv. If F’DA Decides To arsenate P ary Safety I~f~~ation On The 
Drug Watch Website, Xjt‘ Shozlld Revise The Ex .Drdt Gtidance To 
Mitigate Public Health Concerns 

As discussed above, PMXMA fully supportsmost aspects of the proposed Drug Watch 
program but opposes those provisions that seek to disseminate prawn safety information of 
uriknown significance or utility, especially without s~~sor’~vo~veme~t discussion. If FDA 
nevertheless decides to dissemmate this type of prelimmary safety isolation on the Drug 
Watch website, the Agency should consider the following issues to mitigate the above-described 
public health concerns. 

A. What Imformatiom Will Be Posted? 

There seems to be an inconsistency between the general inclusion criteria for Drug 
Watch (emerging safety information) and the examples provided m the section on what will be 
posted, particularly examples and C. ‘These examples discuss rixks for which a conclusion 
appears to have been established, rather than emerging safety risks. Specificahy, the situations 
described in lines 96-98, ” . . . risks that FDA believes may be, assaciated with a drug . . . avoided by 
appropriate patient selection, monitoring,... ” and in lines lo&-110, “ . ..can cause liver damage. 
The sponsor has advised prescribers to check a patient’s liver enzymes . . . ” appear to be 
information that would more appropriate)y be included in a product’s labeling. Presenting 
warning information on one single aspect of a drug in isolation may detract from consideration 
of the full set of warnings .and precautions contained in the prodi;let’s labermg, as well as 
consideration of the approved indications,. which are important to any individual prescribing 

12 See e.g., National Pa&y Planning and&productive He&h Ass%, Inc. v. Su&van, 979 F.2d 227 @XC. 
Cir. 1992); Paralyzed Veteran3 ofAme&a v. I& C. Arena L.F., 117 F,3d 579 @.C, CIr. 1947); Alaska Professional 
Hunters Ass%, Inc. v. FM, 177 F.3d 1030 (D.C. Cix. 1949). 
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decision. It may be useful to provide a link to the approved labeling for the product, so that 
physicians and other healthcare providers have ready access to the complete prescribing 
information. 

In addition, this section states that Drug Watch will provide iuformstion about drugs with 
signifcant emerging safety issues (line 761, but other parts of the document indicate that the aim 
of the program is in part to determine if~emerging safety issues are, in fact? sign&cant at all. 
These contradictions generate uncertainty over the range ‘of situations which FDA plans to 
include on the Drug Watch web page. 

In the Introduction section of the draft guidance document, I?DA states that they intend to 
work “as quickly as possible to assess and address the potential safety issues . . . ” (lines 37-38), 
and lines 130-131 indicate that IDA intends to update information on the Drug Watch 
frequently. We agree with these statements; however, the guidance doc~ent should include 
more information concerning the nature and frequency of the updating process, such as whether 
there will be a minimum cycle time for updating, what it will take to resolve an issue, and 
whether there will be an archive/history~that shows the .progress of emerging information over 
time. In addition, we suggest that the Drug Watch posting ,mclude ~~o~~~n regarding the 
steps the Agency is taking to assess and,address the emerging safety issue, and the estimated 
timeframe for completion of this assessment. 

Because of the nature of some adverse events, and the very low frequency with which 
they occur, it is possible that an emerging,safety issue could be posted to the web page and 
remain there for months or years without any new information being made available. We 
suggest that there should be some minimum interval for updating each Drug Watch posting (e.g., 
4-6 months), even if the “update” states that no new tiormation has become available, There 
should also be some criteria for removing a posting after a defined period:of time (e.g., 1 year) if 
no new definitive data become available to resolve the question of causality or risk. 

Similar information regarding timeframes and criteria for updating the “emerging safety 
information” section in the Patient information Sheets described in footnote 5, as well as some 
detail regarding how FDA will deal with issues related to version control/outdated information 
(e.g., if a consumer printed off a Patient Information Sheet last week, how will they know the 
information has changed this week?; hoW,will patients be informed when “‘emerging safety 
information” is removed from the Patient Information sheet because a of a lack of a causal 
relationship?) is also requested. 

B. How Wiii FDA ide Which Drags Vpi@ Be Imelded On the Drug 
Wa’tcb Website? 

The criteria for posting information on. the Drug Watch web page need to be more 
explicitly defined, This is particularly important because the ~o~a~ou w$ll be posted “before 
(FDA) has fully determined its significance” (line 65). Given the risk of premature and/or 
inaccurate posting of information that could lead to confusion among he~~e~e providers and 
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patients, it is crucial to have clearly defined parameters for the se&tion of information to be 
posted, including meaningful qua&y control measures. 

In lines 153-163, FDA outlines the factors that will be used to,decide which drug 
products and information are posted on the Drug Watch” web page. These criteria are quite 
vague, and raise a number of questions, some of which are listed below. Information to answer 
these questions should be included in the guidance document. 

0 It is unclear whether the. Drug- Watch postings wit1 involve only emerging safety 
issues that represent serious adverse events (e.g*, organ.d~a~e, arrhythm ias, etc.), or 
whether any adverse event could be subject to posting. 

l The first criteria, “Whether new and emerging safety information could significantly 
affect prescribing decisions or how patientsshould beYmonitored” (lines 153-157), is 
vague with regard to the strength of the information necessary to make such a 
determ ination. How many cases will be needed - one9 three, some other number? 

0 The second criteria (lines 1587161) notes that if measures can be taken as a result of 
providing information which m ight ‘prevent or m itigate harm , then that information 
could be included on the Drug Watch. What about ~o~at~o~ where there is not an 
associated measure which m&ht be taken? Is that co~~~cat~ and if so, how? 

0 How will it be determ ined that “an unapproved (off-label) use of the drug appears to 
pose a significant risk to patients”? (‘Jines 162-163) 

l Does FDA have any plans to,evahrate the effects of Drug Watch postings on the 
behavior of healthcare providers or patient&consumers? 

Lines 167-168 note that before posting information on the Drug Watch web site, the Agency will 
conduct a “ . . . prelim inary analysis td determ ine that the new safety information is sufficiently 
credible . . . “. Does the Agency,plan to publish any information/guidance regarding the 
thresholds or criteria that m ight be used in this determ ination? Examples of such criteria could 
include pharmacologic pl~usibibty, similar events observed in clinical trials or included in 
labeling, events observed with other agents in the same class, etc. 

Although the draft document g- to great lengths to describe the complete membership 
of the Drug Safety Oversight Board @SOB) that v&l be responsible for determ ining which 
products are posted to the Drug Watch web site, according to MaPP 415l-3,\a Drug Watch 
Subcommittee consisting of the DSOB Chair and no more, than five ad~t~~n~ members will 
actually make the decisions regarding addition and deletion of ~~~ati~~ on the web page. The 
rationale for delegating such important decisions to a small ~ubco~~ee is not evident. Since 
the emerging safety issues to be placed on the Drug Watch web site involve prelim inary 
information that requires further evaluation and verification; there does not appear to be a 
compelling reason to rush a posting in advance of full consideration by the DSOB. FDA should 
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consider convening an ad hoc meeting of the full DSOB for sue21 decisions if speed is of the 
essence, rather than having the full&ard review decisions of the Sub~~~ee after the fact. If 
there is an overriding rationale for havingthe Subcommittee m&c decisions regarding Drug 
Watch postings, rather than the full DSOB, this should be fully describedin the guidance 
document. 

As noted above, PhRMA questions whether any disclaimer would ever effectively 
counteract the message conveyed to the public by the act of posting, Le., FDA has determined 
that this drug is unsafe. However, if the Agency implements Drug Watch or a similar program, 
PhRMA believes it is essential to include the most effective disclaimer langage possible. 

First, PhRMA urges that the ,proposed disclaimer hmguage be strengthened. The 
draft guidance discusses a number of conclusions that shutil~ not be drawn from FDA’s 
publication: that the product is risky or dangerous, that FDA believes the product is 
inappropriate for use, that, FDA has concluded that there is a causal relationslrip between 
the drug product and the risks or adverse events described, or that FDA is advises 
practitioners to discontinue prescfibing the product, S~~~~y, the draft 
emphasizes that the information posted on Drug Watch is information about which FDA 
has made no final regulatory judgment, All of these are critical I~tations on the 
information FDA intends to publish.and as such, each should be clearly communicated 
in any disclaimers used on the web page. 

In addition, the disclaimer should. seek to emphasize the important role of the 
healthcare practitioner in evaluating the significance of the new safety information for 
each individual patient. Thus, a prominent reminder by FDA to “Always consult your 
physician before modifying or discontinuing treatment with [a ~~~~tion listed on the 
Drug Watch website]” will help ensurethat patients do not ~~a~r~y stop taking safe 
and effective medicines based upon information posted on the Drug Watch website. 

In addition, we request that the disclaimer specificzilly state that the information is 
not considered sufficient to warrant a change in the product’s labeling. The Drug Watch 
web site should also include an explanation noting that posting of ~~~t~on about a 
product does not mean that the manufacturer is required to take any specikk action 
related to the posted information. 

Finally, FDA must ensure that the disclaimer language is sufficiently prominent and 
conspicuous to be noticed by users of the website. ,PhRMA recommends that disclaimer 
language appear prominently on the Drug Watch home page and also on each screen on which 
product specific information appears. 
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D. How Wiu Drugs Be Rmmved Erom The 

The wording in this section regarding criteria for removing a product from the Drug 
Watch web site is highly subjective, and gives little insight into what the criteria will be, and 
how they will be applied. It seems that the instances where it can be definitively stated that no 
new safety concern exists will be extremely rare (e.g., proving there is no causal relationship), 
thereby making removal of a product from the Drug Watch difficult, if not impossible. We 
recommend that the Agency develop a more specific decision tree for removal or deactivation of 
Drug Watch listings, and include it in the guidance document. 

As noted in our comments on Section IV.A above, the Agency should also establish 
criteria for removing a product from the Drug Watch web site if no new definitive data become 
available after a certain period of time (e.g., one year). 

Once information about a sponsor’s product has been posted, the Draft Guidance does 
not include a provision for the sponsor to appeal the decision or to,propose alternative wording. 
A mechanism should be established for the sponsor to request DSOB review, and potentially 
withdrawal of the posted information, based on criteria demons~at~g that the posting was 
inaccurate or lacked a credible basis. 

Documenting resolution of an emerging safety issue is an important aspect of the process 
that will reassure the public that issues have not just disappeared, thereby instilling greater 
confidence in the program. Therefore, it is important that when a product is removed from the 
Drug Watch, it be done in a timely manner, and the rationale for removal and information upon 
which the decision to remove it is made,available on the web site, with the same level of 
highlighting and publicity that the original posting received. This “exonerating information” 
should remain on the web site for a specifmd period of time. We also recommend that the 
Agency develop and maintain a permanent on-line reference for each issue that is posted to the 
Drug Watch, including how it was evaluated, and its resolution. 

The Agency needs to consider the global impact of FDA public statements posted on 
their website, which are rapidly cascaded around the globe to health authorities and the media. 
FDA should take measures to communicate the objectives and procedures for the Drug Watch 
program to international health authorities. The Agency is in many ways the de facto regulator 
for much of the world. Publicizing urn&dated safety signals is a new concept that, to our 
knowledge, has not been attempted outside the United States, and its acceptance and 
interpretation will vary widely in other cultures. We believe the Agency should work closely 
with other health authorities so they can prepare themselves to handle local public responses to 
FDA Drug Watch postings. 
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V. Conclusion 

In summary, PhRMA supports many aspects of the proposed Drug Watch program but 
opposes those provisions that seek to disseminate preliminary information of unknown 
significance or utility, especially without sponsor involvement and discussion. Such information 
is not validated, not useful for guiding rational prescribing decisions, and not likely to 
accomplish anything other than confusion:among physicians and the public and creation of 
irrational fears about the safety of drugs on the list, to the detient of the public health. 
Moreover, as described above, the dissemination of such information is &onsistent with federal 
law governing the disclosure of safety information by the govermnent. 

PhRMA believes that the Drug Watch website can be a valuable tool, for physicians and 
patients if it promptly communicates validated safety information that can be used in a 
meaningful way by physicians to guide prescribing and treatment decisions. Such information 
should complement the approved labeling instead of undercutting. it. P also believes the 
Drug Watch website may be useful as part of an accelerated labeling revision process in certain 
circumstances and would be happy to dism this concept further with the Agency. 

Sincerely, 

Scott Lassman Alan Goldhammer, PhD 
Assistant General Counsel Associate Vice President, Regulatory Affairs 
(202) 835-3470 (202) 835-3533 


